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1. . This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule AZbisA (a)(i) with regard to novelty, inventh^e step or industrial 
applicability; citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain obsen/ations on the international application 

2. FURTHER ACTION 

2eSl.n^l BuS^ under Rule 6^ 
will not be so considered. 

K thic nnininn Is as Dfovlded above considered to be a written opinion of tlie iPEA. the applicant is invited to 
K^t T PpTrwritten rlXtoaether where appropriate, with amendments, before the expiraton of three 

the expiation of 22 months from the priorrty date. 

whichever expires later. 

For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCTyiSAi220. ^ 
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Box No. i Basis of the opinion 



1 With reaard to the language, this opinion has been established on the basis of the international application in 
t^e languS^^^^^ ""'ess othen/.ise indicated under th>s .ten.. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language . which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2 With regard to any nucleotide andtor amino acid sequence disclosed in the international application and 
TelSsS^ to the claim invention, this opinion has been established on the basis of: 

a. type of material: 

M a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

M in written format 

H in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form, 
a furnished subsequently to this Authority for the purposes of search. 

Q ra In aririitiftn in the case that more than one version or copy of a sequence listing andbr table relating thereto 
fafbeeTfilSl of fSmisS Z Required statements that the information in the subsequent or addrtional 
Spiefte identicalto that in the application as filed or.does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Box No. H Priority 



1 Ri ThP vfllifiitv Of the orioritv claim has not been considered because the International Searching Authority 

ni?KK Sssessbn a^^ of the earlier application whose priority has been claimed or, where 
?equired a trlnLlo^SfhS earlier app^^^^^^ This opinion has nevertheless been estabtehed on the 
Sumption that the relevant date (Rules 43bfe.1 and 64.1) is the claimed pnority date. 

^. n Thte nninion has been established as if no priority had been claimed due to the fact that the priority claim 
JS^beKunfinvaTd (Rules 43bisA and 64.1). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability . : ^ 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
S claims Nos. 2 and 5-21 
t)ecause: 

B the said international application, or the said claims Nos. 2 and 5-21 with respect to lA /elate to the 
Sowing suiSLcrmatter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide andbr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been fumished 

□ does not comply with the standard 

the computer readable form □ has not been fumished 

□ does not comply with the standard 

n the tables related to the nucleotide andybr amino acid sequence listing, if in computer readable form only, dc 
Hot £r^l^%tvtteSa^^\ requirements provided for in Ann^x C-bis of the Administrahve Instnjctions. 

□ See separate sheet for further details 
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Box No. IV Lack of unity of invention 



1 . S In response to the invitation (Form PCT/ISA/206) to pay additional fees, the applicant has: 

□ paid additional fees. 

□ paid additional fees under protest, 
a not paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied with and chose not to Invite 

the applicant to pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 1 3.1 , 1 3.2 and 1 3.3 ii 

□ complied with 

13 not complied with for the following reasons: 
see separate sheet 

4. Consequently, this report has been established in. respect of the following parts of the international application: 

□ all parts. 

H the parts relating to claims Nos. 1-21 (partially) 

Box No V Reasoned statement under Rule 43b/s.1 (a)(i) with regard to novelty, Inventive step or 
Industrial applicability; citations and explanations sup porting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-6 

Inventive step (IS) Yes: Claims 

No: Claims 1-21 



Industrial applicability (lA) 

2. Citations and explanations 
see separate sheet 



Yes: Claims 1 

No: Claims 2-21 see separate sheet 
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AUTHORITY (SEPARATE SHEET) PCT/EP2004/01457^ 

1. Concerning section IW 

Eight inventions can be distinguished in the present application: 

Tnyp-ntion 1 : claims 1, 2, 3 (partially), 5-21(aU partially) 

Concern the use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule in the manufacture of a vaccine for vaccinating a subject at a risk 
of an an^ogenesis-related disorder, v^herein said disorder is cancer or a soUd tumor; a method of 
eUciting an immune response in a human (eventually at risk or suffering from cancer or from a sobd 
tumor) by administering a vaccine comprising an angiomotin molecule or a polynucleotide encodmg 
an angiomotin; a method of generating an immune response against angiomotin in a mammal 
comprising stimulating ex-vivo immune ceUs coUected from the mammal and transferring the 
stimulated'ceUs back into the mammal in order to, therapeutically or prophylacticaUy, inhibit the 
onset or progress of an angiogenesis-related disorder, particularly, the onset or progress of a 
maUgnant disease, said disease being cancer or a solid tumor. 

Tnvp.ntion2 : claims 1, 2, 3 (all partially), 5.21 (aU partiaUy) 

Concern the use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule in the manufacture of a vaccine for vaccinating a subject at a risk 
of an an^ogenesis-related disorder, wherein said disorder is hemangioma; and a method of eUcitmg 
an immme response in a human (eventuaUy at risk or suffering from hemangioma) by administering 
a vaccine comprising an angiomotin molecule or a polynucleotide encoding an angiomotin; a 
method of generating an immune response against angiomotin in a mammal comprising stimulatmg 
ex-vivo immune cells coUected from the mammal and transferring the stimulated cells back into the 
mammal in order to. therapeuticaUy or prophylacticaUy, inhibit the onset or progress of an 
angiogenesis-related disorda:. particularly, the onset or progress of a maHgnant disease, said disease 
being hemangioma. 

Invention 3 : claims 1, 2, 3 ( aU partially), 5-21 (aU partiaUy) 

Concern, the use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule in the manufactiire of a vaccine for vaccinating a subject at a risk 
of an an^ogenesis-related disorder, wherein said disorder is ocular neovascularization, diabetic 
retinopattiy or macular degeneration; and a method of eliciting an immune response in a human 
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. (eventuaUy at risk or suffering from tiie ocular disorders just mentioned) by administering a vaccme 
comprising an angiomotin molecule or a polynucleotide encoding an angiomotm; a method of 
oeneratin'an immune response against angiomotin in a mammal comprising stimulating ex-vivo 
Limune cells collected from the mammal and transferrijig the stimulated cells back into the mammal 
in order to, therapeutically or prophylacticaUy, inhibit the onset or progress of an angiogenesis- 
related disorder, particularly, the onset or progress of a maUgnant disease, said disease bemg ocular 
neovascularization, diabetic retinopathy or macular degeneration. 

liysitiQn4: claims 1, 2, 3 (all partially), 5-21 (all partiaUy) 

Concern the use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule in the manufacture of a vaccine for vaccinating a subject at a nsk 
of an anjiogenesis-related disorder, wherein said disorder is rheumatoid arthritis; and a method of 
ehcitin-'an immune response in a human (eventuaUy at risk or suffering from arthritis) by 
adminiltering a vaccine comprising an angiomotin molecule or a polynucleotide encoding an 
an-iomotin; a method of generating an immune response against angiomotin in a mammal 
comprisino stimulating ex-vivo immune ceUs coUected from the mammal and transferring the 
stimulated'ceUs back into Ihe mammal m order to, therapeutically or prophylacticaUy, mhibit the 
onset or progress of an angiogenesis-related disorder, particularly, the onset or progress of a 
maUgnant disease, said disease being rheumatoid arthritis. 

Inventions : clahns 1, 2, 3 (aU partiaUy), 5-21 (aU partiaUy) 

Concern tiie use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule m the manufacWre of a vaccine for vaccinating a subject at a risk 
of an aniogenesis-related disorder, wherein said disorder is an mflammatory condition selected 
from psoriasis, chronic inflammation of the intestines and aslhma; and a method of eUciting an 
immune response in a human (eventiiaUy at risk or suffering from said inflammatory disorders) by 
administering a vaccine comprising an angiomotin molecule or a polynucleotide encoding an 
angiomotin; a method of generating an immune response against angiomotin m a mammal 
comprising stimulating ex-vivo immune ceUs coUected from the mammal and transferring the 
stimulated'ceUs back into the mammal in order to, therapeuticaUy or prophylacticaUy, inhibit tiie 
onset or progress of an angiogenesis-related disorder, particularly, tiie onset or progress of a 
maU<mant disease, said disease bemg an mflammatory condition selected from psoriasis, chrome 
inflaLiation of the intestines and asthma. Attention is drawn to the fact that, given tiie fact tiiat tiie 
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three inflanunatory diseases mentioned above have a very different pathophysiology, this invention 
comprises three sub-inventions. 

Tiovention 6: claims 1, 2, 3 (aU partiaUy), 5-21 (all partially) 

Concern the use of an angiomotin molecule or fragments thereof or of a polynucleotide 
encoding an angiomotin molecule in the manufacture of a vaccine for vaccinating a subject at a nsk 
of an anjiosenesis-related disorder, wherein said disorder is endometriosis; and a method of ehcitmg 
an immme response in a human (eventuaUy at risk or suffering from endometiiosis) by 
administering a vaccine comprising an angiomotin molecule or a polynucleotide encodmg an 
an^domotin; a method of generating an immune response against angiomotm m a mammal 
comprising stimulating ex-vivo immune cells coUected from the mammal and transferrmg the 
stimulated^'cens back into the mammal in order to, therapeuticaUy or prophylactically, inhibit the 
onset or progress of an angiogenesis-related disorder, particularly, the onset or progress of a 
mahgnant disease, said disease being endometriosis. 



TnvRntion 7: claim 4 „ . . 

Concerns a vaccine effective against blood vessel formation comprising an effective amount of 

an angiomotin or a polynucleotide encoding an angiomotin. 

The problem to be solved by the present application is the provision of prophylactic or 
therapeutic treatments for hindering blood vessel formation. TTie solution proposed is tiie use of an 
an<nomotin molecule, particularly full length human angiomotin or fragments tiiereof. The use of 
thele molecules allegedly precludes blood vessel formation m general and in a variety of disorders of 
different pathophysiology, ranging from cancer to asthma and endometriosis in particular. The 
treatment of each of these different disorders and the general inhibition of blood vessel formation 
actuaUy represent a solution to a different problem and each is thus considered a sepai-ate mvention, 
as indicated above. The only common feature between the different inventions is the reference to an 
anoiomotin molecule or fragments thereof. Since the primary stmcture of several of tiiese molecules 
was known before the relevant filing date of the present apphcation (e.g. see WO9966038 and Bratt 
et al.). reference to them cannot be regarded as a special technical feature within the meanmg of 
Rule 13 per. Consequently, tiie requirement of unity of invention is not fulfilled. 
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Since searching the different inventions described above would require significant additional 
search effort, tlie present search has been limited to the inventions that could be searched with a 
reasonable search effort (inventions 1 and 7). Therefore, the observation uader sections m and V 
concern only these two searched inventions. 



2. Concerning section III 

Claims 2 and 5-21 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCX. Consequently, no opinion will be formulated with respect to the 
industrial applicability of the subject-matter of these claims (Article 34(4)(a)a) PCT). 



3. Concerning section V 

3.1 Industrial appUcability (Art 33(4) PCT) 

For llie assessment of the present claims 2 and 5-21 on the question whether they are 
industriaUy apphcable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, does not recogmze as 
industriaUy apphcable the subject-matter of claims to the use of a compound in medical treatment, 
but may allow, however, claims to a known compound for first use in medical treatment and the use 
of such a compound for the manufacture of a medicament for a new medical treatment 

3.2 Novelty (Art 33(2)PCT) and inventive step (Art 33(3) PCT) 

3.2.1 WO03037931 (see pg. 5, Unes 14-20; pg. 7, hnes 5-12; pg. 86, line 1-5; pg. 119, hues 
20-25; pg. 138, lines 25-35) discloses angiomotin molecules similar to human angiomotin and 
Suggests "that these molecules play a role similar to the latter in angiogenesis. This document also 
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refers to tlie therapeutic potential of said molecules in cancer ti-eatment (pg. 138, lines 25-35) and 
concretely to their use as vaccines to elicit a humoral and/or ceUular immune response Cpg- 48, hnes 
S-9- pc P'' 81, lines 15-20; pg. pg- 92, line 33; pg. 127, lines 17 and 18). Hence, novelty cannot be 
'acknowledged for claim 4 - a product claim directed to a vaccine comprising an. angionwun 
molecule or a polypeptide encoding and angiomotin molecule. 

Z.12 With regard to invention 1, the foUowing comments axe pertinent: 

a) In view of the comments under item 3.2.1, it is clear that WO03037931 discloses the use of 
an angiomotin molecule as a vaccine to treat/prevent angiogenesis-related disorders. Hence, damis 
1-3 5 and 6 appear to lack novelty. In the unlikely event that formal novelty over this document 
coidd somehov. be estabhshed, inventive step would still have to be substantiated. 

b) The prior art describes the use of human angiomotin and of antibodies against it for tiie 
treatment of angiogenesis-related disorders (WO9966038; pg. 9, hnes 25-29 and claim 29); 
provides evidence that human angiomotin is a cell surface-associated protein expressed m capillary 
endothelial ceUs and that it stimulates angiogenesis by increasmg ceU motility (see TroyanovsL^ et 
al and Levechenko et al.); shows that angiomotin is highly expressed in human breast mmors, its 
expression behig correlated with tiimor metastatic activity probably tiurough die mduction of 

angiogenesis (Jiang et al.). . • ^ 

TaMn- Jiang et al. as tiie closest prior art, the technical problem is the provision of a vaccme 

for vaccinalLg subjects witii or at risk of an angiogenesis-related disorder, especially cancer or a 
soUd mmor The person skilled in tiie art, when faced with this problem would be aware of the pnor 
art described above and of die fact that: i) the closest prior art states clearly suggests that 
•■angiomotin may be a possible target in cancer and angiogenesis therapies"; ii) vaccine strategies 
tarcetin<^ the vasculature are known to have the advantage of (theoreticaUy) avoidkig resistance and 
of Lv^nting the growth of different cancer types, since angiogenesis plays a role is most of tiiese 
disorders) (see Scappaticci et al.). The person skiUed in the art would thus conclude that angiomotm 
would be a suitable solution for a vaccine against an^ogenesis-related disorders, especiaUy c^cer 
or soUd tumors, thus arriving at the solution proposed by the apphcation. Therefore, claims 1-21 do 
not appear to involve inventive step. 

It should be particularly be borne in mind that the present appUcation does not show that 
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fragments of human angiomotin can solve the technical problem. Similarly, evidence, other than that 
derivable from the prior art (by combining Jiang et al. with Brossart et al), that the method of claims 
16-21 would solve the technical problem is also not provided. 
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